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SEQUENCE LISTING 

<110> Brett P. Monia 
Lex M. Cowsert 
ISIS PHARMACEUTICALS, INC. 

<12 0> ANT I SENSE MODULATION OF MAP KINASE KINASE 6 EXPRESSION 

<130> RTSP-0049 

<150> US 09/357,073 
<151> 1999-07-19 

<160> 47 

<210> 1 
<211> 2924 
<212> DNA 



<213> Homo 


sapiens 












<220> 
<221> CDS 
<222> (341) 


. . (1345) 












<400> 1 
ggcttctggt 


tcggcccacc 


tctgaaggtt 


ccagaatcga 


tagtgaattc 


gtggttccaa 


60 


gtttggagct 


tttagctgcc 


agccctggcc 


catcatgtag 


ctgcagcaca 


gccttcccta 


120 


acgttgcaac 


tgggggaaaa 


atcactttcc 


agtctgtttt 


gcaaggtgtg 


catttccatc 


180 


ttgattccct 


gaaagtccat 


ctgctgcatc 


ggtcaagaga 


aactccactt 


gcatgaagat 


240 


tgcacgcctg 


cagcttgcat 


ctttgttgca 


aaactagcta 


cagaagagaa 


gcaaggcaaa 


300 


gtcttttgtg 


ctcccctccc 


ccatcaaagg 


aaaggggaaa 


atg tct cag teg aaa 


355 



Met Ser Gin Ser Lys 
1 5 

ggc aag aag cga aac cct ggc ctt aaa att cca aaa gaa gca ttt gaa 403 

Gly Lys Lys Arg Asn Pro Gly Leu Lys lie Pro Lys Glu Ala Phe Glu 

10 15 20 

caa cct cag acc agt tec aca cca cct aga gat tta gac tec aag get 451 
Gin Pro Gin Thr Ser Ser Thr Pro Pro Arg Asp Leu Asp Ser Lys Ala 
25 30 35 

tgc att tct att gga aat cag aac ttt gag gtg aag gca gat gac ctg 4 99 

Cys lie Ser lie Gly Asn Gin Asn Phe Glu Val Lys Ala Asp Asp Leu 
40 45 50 

gag cct ata atg gaa ctg gga cga ggt gcg tac ggg gtg gtg gag aag 547 
Glu Pro lie Met Glu Leu Gly Arg Gly Ala Tyr Gly Val Val Glu Lys 
55 60 65 
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atg egg cac 
Met Arg His 
70 

gec aca gta 
Ala Thr Val 



att tec atg 
He Ser Met 



gca ctg ttt 
Ala Leu Phe 
120 

aca tea eta 
Thr Ser Leu 
135 

att cca gag 
He Pro Glu 
150 

tta gaa cat 
Leu Glu His 



cct tct aat 
Pro Ser Asn 



ttt gga ate 
Phe Gly He 
200 

gca ggt tgc 
Ala Gly Cys 
215 

aac cag aag 
Asn Gin Lys 
230 

acg atg att 
Thr Met He 



act cca ttt 
Thr Pro Phe 



etc cca gca 
Leu Pro Ala 
280 

tgc tta aag 
Cys Leu Lys 
295 



gtg ccc age 
Val Pro Ser 
75 

aat age cag 
Asn Ser Gin 
90 

agg- acg gtg 
Arg Thr Val 
105 

egg gag ggt 
Arg Glu Gly 



gat aaa ttc 
Asp Lys Phe 



gac ate tta 
Asp He Leu 
155 

tta cat agt 
Leu His Ser 
170 

gta etc ate 
Val Leu He 
185 

agt ggc tac 
Ser Gly Tyr 



aaa cca tac 
Lys Pro Tyr 



gga tac agt 
Gly Tyr Ser 
235 

gag ttg gee 
Glu Leu Ala 
250 

cag cag etc 
Gin Gin Leu 
265 

gac aag ttc 
Asp Lys Phe 



aag aat tec 
Lys Asn Ser 



ggg cag ate 
Gly Gin He 



gaa cag aaa 
Glu Gin Lys 



gac tgt cca 
Asp Cys Pro 
110 

gat gtg tgg 
Asp Val Trp 
125 

tac aaa caa 
Tyr Lys Gin 
140 

ggg aaa ata 
Gly Lys He 



aag ctg tct 
Lys Leu Ser 



aat get etc 
Asn Ala Leu 
190 

ttg gtg gac 
Leu Val Asp 
205 

atg gee cct 
Met Ala Pro 
220 

gtg aag tct 
Val Lys Ser 



ate ctt cga 
He Leu Arg 



aaa cag gtg 
Lys Gin Val 
270 

tct gca gag 
Ser Ala Glu 
285 

aaa gaa egg 
Lys Glu Arg 
300 



atg gca gtg 
Met Ala val 
80 

egg eta ctg 
Arg Leu Leu 
95 

ttc act gtc 
Phe Thr Val 



ate tgc atg 
He Cys Met 



gtt att gat 
Val He Asp 
145 

gca gtt tct 
Ala Val Ser 
160 

gtc att cac 
Val He His 
175 

ggt caa gtg 
Gly Gin Val 



tct gtt get 
Ser Val Ala 



gaa aga ata 
Glu Arg He 
225 

gac att tgg 
Asp He Trp 
240 

ttt ccc tat 
Phe Pro Tyr 
255 

gta gag gag 
Val Glu Glu 



ttt gtt gac 
Phe Val Asp 



cct aca tac 
Pro Thr Tyr 
305 



aag egg ate 
Lys Arg He 



atg gat ttg 
Met Asp Leu 
100 

ace ttt tat 
Thr Phe Tyr 
115 

gag etc atg 
Glu Leu Met 
130 

aaa ggc cag 
Lys Gly Gin 



att gta aaa 
He Val Lys 



aga gac gtc 
Arg Asp Val 
180 

aag atg tgc 
Lys Met Cys 
195 

aaa aca att 
Lys Thr He 
210 

aac cca gag 
Asn Pro Glu 



agt ctg ggc 
Ser Leu Gly 



gat tea tgg 
Asp Ser Trp 
260 

cca teg cca 
Pro Ser Pro 
275 

ttt ace tea 
Phe Thr Ser 
290 

cca gag eta 
Pro Glu Leu 



cga 595 
Arg 
85 

gat 643 
Asp 



ggc 691 
Gly 



gat 739 
Asp 



aca 787 
Thr 



gca 835 

Ala 

165 

aag 883 
Lys 



gat 931 
Asp 



gat 979 
Asp 



etc 1027 
Leu 



ate 1075 

He 

245 

gga 1123 
Gly 



caa 1171 
Gin 



cag 1219 
Gin 



atg 1267 
Met 
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caa cat cca ttt ttc acc eta cat gaa tec aaa gga aca gat gtg gca 1315 

Gin His Pro Phe Phe Thr Leu His Glu Ser Lys Gly Thr Asp Val Ala 

310 315 320 * 325 

tct ttt gta aaa ctg att ctt gga gac taa aaagcagtgg acttaategg 1365 

Ser Phe Val Lys Leu lie Leu Gly Asp 
33 0 
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gaagtgacaa 
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acact tgtgg 


tacagtatta 


gtggaaagtg 
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aLLty UaaLa 
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LCCdCCCdCC 
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ectgtgtgta 


tgtgtgtgtt 
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cccccct cca 


gtgaagcagc 


cttactattc 


2445 


atagaagggc 


tagaatagga 


gaaaatgaaa 


ggtagtgagt 


aattctttga 


taagatgagg 


2505 


aaataatggg 


aaaggttgaa 


ttaattcctg 


ggcatggact 


accagatgac 


cacaagttgc 


2565 


gttgaggccg 


catctttctt 


cagcagegtg 


caatagctgg 


ctcctctata 


ggagatgagc 


2625 


ttcattggga 


gttcctagca 


agttgactaa 


acagcaaaag 


ttctttctcg 


tgggtaaata 


2685 


tacccacagg 


ttctatgatt 


tgtagctcta 


ggtttcttga 


tgatcaagga 


gtgaagtaat 


2745 


tgacagggaa 


aatatagacc 


tatgataaat 


aaccaggaag 


cattgetttt 


ggacaaggaa 


2805 


gaacagaggg 


ttttgatttt 


aaaaagaaga 


aaaaaaaacc 


ttattttttc 


tttcttggcc 


2865 


tcaagttcaa 


tatggagagg 


attgcttccc 


tgaatcctct 


cttccttccc 


cttttagag 


2924 



3 



WO 01/06018 



PCT/US00/00656 



<210> 2 
<211> 24 
<2X2> DNA 

<213> Artificial Sequence 
<223> PCR Primer 
<400> 2 

aaaagaagca tttgaacaac ctca 24 



<210> 3 

<211> 25 

<212> DNA 

<213> Artificial Sequence 

<223> PCR Primer 



<210> 4 
<211> 34 
<212> DNA 

<213> Artificial Sequence 
<223> PCR Probe 
<400> 4 

ttccacacca cctagagatt tagactccaa ggct 34 



<210> 5 
<211> 19 
<212> DNA 

<213> Artificial Sequence 
<223> PCR Primer 



<210> 6 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<223> PCR Primer 
<400> 6 

gaagatggtg atgggatttc 20 



<400> 3 

ttcacctcaa agttctgatt tccaa 



25 



<400> 5 

gaaggtgaag gtcggagtc 



19 



<210> 7 
<211> 20 
<212> DNA 
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<213> Artificial Sequence 



<223> PCR Probe 



<400> 7 

caagcttccc gttctcagcc 



20 



<210> 8 

<211> 20 

<212> DNA 

<213> Artificial Sequence 

<223> Antisense Oligonucleotide 

<400> 8 

ggtgggccga accagaagcc 2 0 



<210> 9 
<211> 20 
<212> DNA 

<213> Artificial Sequence 

<223> Antisense Oligonucleotide 



<210> 10 

<211> 20 

<212> DNA 

<213> Artificial Sequence 

<223> Antisense Oligonucleotide 

<400> 10 

gtttctcttg accgatgcag 20 



<210> 11 

<211> 20 

<212> DNA 

<213> Artificial Sequence 

<223> Antisense Oligonucleotide 



<210> 12 
<211> 20 
<212> DNA 

<213> Artificial Sequence 

<223> Antisense Oligonucleotide 



<400> 9 

gccagggctg gcagctaaaa 



20 



<400> 11 

tctgtagcta gttttgcaac 



20 
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<400> 12 

ttttcccctt tcctttgatg 



20 



<210> 13 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<223> Antisense Oligonucleotide 
<400> 13 

cattttcccc tttcctttga 20 



<210> 14 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<223> Antisense Oligonucleotide 



<210> 15 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<223> Antisense Oligonucleotide 
<400> 15 

gagacatttt cccctttcct 20 



<210> 16 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<223> Antisense Oligonucleotide 



<210> 17 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<223> Antisense Oligonucleotide 
<400> 17 

gactgagaca ttttcccctt 20 



<400> 14 

gacattttcc cctttccttt 



20 



<400> 16 

ctgagacatt ttcccctttc 



20 
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<210> 18 
<211> 20 
<212> DNA 

<213> Artificial Sequence 

<223> Antisense Oligonucleotide 

<400> 18 

tcgactgaga cattttcccc 20 

<210> 19 
<211> 20 
<212> DNA 

<213> Artificial Sequence 

<223> Antisense Oligonucleotide 

<400> 19 

tttcgactga gacattttcc 20 

<210> 20 
<211> 20 
<212> DNA 

<213> Artificial Sequence 

<223> Antisense Oligonucleotide 

<400> 20* 

cctttcgact gagacatttt 20 

<210> 21 
<211> 20 
<212> DNA 

<213> Artificial Sequence 

<223> Antisense Oligonucleotide 

<400> 21 

tgcctttcga ctgagacatt 20 

<210> 22 

<211> 20 

<212> DNA 

<213> Artificial Sequence 

<223> Antisense Oligonucleotide 

<400> 22 

cttgcctttc gactgagaca 20 

<210> 23 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
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<223> Antisense Oligonucleotide 



<400> 23 

aattttaagg ccagggtttc 



20 



<210> 24 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<223> Antisense Oligonucleotide 
<400> 24 

ttggagtcta aatctctagg 20 



<210> 25 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<223> Antisense Oligonucleotide 



<210> 26 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<223> Antisense Oligonucleotide 
<400> 26 

gtttctgttc ctggctattt 20 



<210> 27 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<223> Antisense Oligonucleotide 



<210> 28 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<223> Antisense Oligonucleotide 
<400> 28 

gaatttatct agtgatgtat 20 



<400> 25 

gctccaggtc atctgccttc 



20 



<400> 27 

gccataaaag gtgacagtga 



20 
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<210> 29 
<211> 20 
<212> DNA 

<213> Artificial Sequence 

<223> Antisense Oligonucleotide 

<400> 29 

cattagaagg cttgacgtct 



<210> 30 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<223> Antisense Oligonucleotide 
<400> 30 

ggaaatcgaa ggatggccaa 



<210> 31 
<211> 20 
<212> DNA 

<213> Artificial Sequence 

<223> Antisense Oligonucleotide 

<400> 31 

tatgtaggcc gttctttgga 



<210> 32 
<211> 20 
<212> DNA 

<213> Artificial Sequence 

<223> Antisense Oligonucleotide 

<400> 32 

atctgttcct ttggattcat 



<210> 33 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<223> Antisense Oligonucleotide 
<400> 33 

ttagtctcca agaatcagtt 



<210> 34 
<211> 20 
<212> DNA 
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<213> Artificial Sequence 



<223> Antisense Oligonucleotide 



<400> 34 

cttcaccccg aaacccacca 



20 



<210> 35 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<223> Antisense Oligonucleotide 
<400> 35 

cagttcattc tatactatag 20 



<210> 36 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<223> Antisense Oligonucleotide 



<210> 37 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<223> Antisense Oligonucleotide 
<400> 37 

gatgcatatt aaataatttc 20 



<210> 38 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<223> Antisense Oligonucleotide 



<210> 39 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<223> Antisense Oligonucleotide 



<400> 36 

ctacaaatct acttataatt 



20 



<400> 38 

ccctaaaaga tgtggtgatc 



20 
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<400> 39 

caagtgtcag aagaaccaaa 20 

<210> 40 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<223> Antisense Oligonucleotide 
<400> 40 

gtgaattgcc aaatagacac 2 0 

<210> 41 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<223> Antisense Oligonucleotide 
<400> 41 

acacatggca ggagggacaa 20 

<210> 42 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<223> Antisense Oligonucleotide 
<400> 42 

agaagaaaac aaacaaacaa 20 

<210> 43 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<223> Antisense Oligonucleotide 
<400> 43 

tatcaaagaa ttactcacta 20 

<210> 44 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<223> Antisense Oligonucleotide 
<400> 44 

cgctgctgaa gaaagatgcg 2 0 
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<210> 45 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<223> Antisense Oligonucleotide 
<400> 45 

cgagaaagaa cttttgctgt 20 

<210> 46 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<223> Antisense Oligonucleotide 
<400> 46 

tattttccct gtcaattact 20 

<210> 47 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<223> Antisense Oligonucleotide 
<400> 47 

aagagaggat tcagggaagc 2 0 
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